15 



A method to, Rhymed nucleic acids comprising the steps * 

TlaCing a ndc - °' C ° ntain ' n9 

11^ L an oUcieotide se^ce under — — ^ 
nuc)eic add hybridlzaL, said oiigonucieotide sequence character^ 

* a, ' (a) » compos ,L Mm W>*d * » »° r * ™ m ' 

regi on o« - nUc acid sampie. which reg.cn ,s «^ <° 

to the fluorophoreVnoiety; and 
W h nucleoL <L* *e ft* « are capable of mov,ng nto 

.neprObelsdissociUfromthenucteicaddsample; 
On a«e*g the hyb«zatiol conditions such ma, the oligonucleofd P obe 
Hi J^Jr ONA but — hybr^ed to methylated 

DNA; and 

p measuring the change inlftuorescence 
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A method according to A t wherein when the ^ « 
fences dissociate <rom i target nucieic acid sample 
0i) me first and second hybrids together causing c,ench,ng o, the 
fluorophore moiety. 

A method according to c.aim( wherein the loop sequence contains at ,east 
about 10 nucleotides. 

A method according to claim ( wherein me ,oop sequence contains at least 
about up to 35 nucleotides. 

A method according to cairn ,\wherein the .cop seouence contains a. leas, 
about 25 nucleotides. 



-23 - 



A method accordU .0 *. 1 wh-n the loop se,uence contains a, leas, 
about from 15-20 Nucleotides. 

m claim 1 wherein when the loop sequence is 

nation when a cell transforms from a normal state to a cancero 

V t„ rlaim a wherein the labelled oligonucleotide 

,he r:.^±oTCc e A C 3caTCC AG ccc G co^cc, 
I I tta tacIgc agg cgg gcg agc cgc ggg cgc tcg CT 3 

10 A method according Cairn 1 T^^^^ST-I 
complementary to a portion of a glutath.one-S-transfera n(p ) 
lejence tha, undergoes mediation when a ce-l transforms ,0. a norma, 
state to a cancerous state. 

A L*Q «o claim 10 wherein the labelled oiioonu.eot^ 

seclnce is Xplernen.ary .0 at leas, one ot the seouences selected .rem 



sequence is c 
the group consisting of: 



,3 ^ AGGCCTCGCGGCCTCCGAGGOrrATMG, 

:,,o?3 Q acLgggccgcgcgtactcactggtggcga3 

12 A m e,hod according to Calm 1 wherein when the loop secuence is 
Lplementary to a po.cn of a calcitonin nucleic acid = « 
undergoes me,hyla,ion when a cell transforms from a normal state 
cancerous state. 

abnormally methylated gene sequences in prostate cancer t.ssues. 



14 A method according to claim 1 wherein the hybridization condition that is 
altered during the hybridization reaction is the temperature of the 
hybridization reaction. 

1 5 A method according to claim 1 wherein the stem sequences do not hybridise 
5 to the target gene and are of a sufficiently short length to avoid non-specific 

binding between the stem and any other nucleic acid sequence in the 
reaction mixture, 

16 A method according to claim V wherein the stem sequences are at least 
about 4 to 8 nucleotides in length. 

10 17 a method according to claim 1 wherein at least a cytosine in at least one of 
the stem sequences contains a methylated cytosine residue. 

. «5 A kit comprising a labeled oligonucleotide sequence as described herein, 

^ tfN / which is adajbted to distinguish methylated and non-methylated nucleic acid 
sequences wien used in the method according to claim 1. 

15 is A method according to^lairr^ubstantially as herein before described. 




